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Synthesis of β-ketoesters (Compounds 1a-j)
Ethanolic solution of sodium ethoxide was obtained by slowly adding freshly cut metallic sodium (8.4 mmol, 2.1 eq) to absolute ethanol (30 ml) under N2 atmosphere. To the solution of sodium ethoxide, acetophenone derivative (4 mmol, 1 eq) and diethyloxalate (6 mmol, 1.5 eq) were added and stirred at rt overnight and the resulting precipitate was filtered. 
Synthesis of Alcohols
Synthesis of Compounds 3a, 3c, 3e, 3f, 3h
NaBH4 (5.1 mmol, 3 eq) was slowly added to the solution of isoxazole ester (1.7 mmol, 1 eq) in THF:MeOH (2:1) under N2 atm. The reaction mixture was refluxed for 2h. After the completion of the reaction the mixture was evaporated, water and 2M HCl were added to the residue and formed precipitate was filtered.
Synthesis of Compounds 3b, 3d, 3g, 3i, 3j
LiAlH4 (3.25 mmol, 1.7 eq) was slowly added to the solution of isoxazole ester (1.91 mmol, 1 eq) in dry THF under N2 at 0 o C. The reaction mixture was allowed to warm RT and stirred for 5h. The mixture was quenched with 2M HCl and extracted with ethyl acetate. The combined organics were washed with water, brine and dried over Na2SO4 and concentrated to provide product. 
HRMS (m/z): [M+H
Synthesis of Compounds 3k-o
5-(4-propoxyphenyl)isoxazol-3-yl)methanol (3k) CAS: 1536438-65-9
The mixture of Compound 3i (1.05 mmol, 1 eq), 1-bromopropane (3.04 mmol, 2.9 eq) and K2CO3 (1.78 mmol, 1.7 eq) in AcCN (4 ml) was heated by microwave irradiation at 120 o C for 40 min. Then the reaction mixture was cooled to rt, poured into water, and formed precipitate was filtered. The crude product was purified by preparative LC using water:acetonitril (40%→100%) to give the corresponding product. Yield 53.6 %; mp 94.5-95.8; HRMS (m/z) [M+H] + calcd for C13H15NO3: 234.1130, found 234.1124.
(5-(4-(Allyloxy)phenyl)isoxazol-3-yl)methanol (3l).
The mixture of Compound 3i (1.1 mmol, 1 eq), allyl bromide (3.3 mmol, 3 eq) and K2CO3 (1.43 mmol, 1.3 eq) in acetone (10 ml) was refluxed for 4 h. After completion, inorganic salt was removed by filtration and washed with DCM. The filtrate was evaporated under reduced pressure. The residue was purified by preparative LC using water:acetonitril (40%→100%) to give the corresponding product. Yield 64%; mp 73.3-75.2C. (5-(4-((3,5-Dimethylisoxazol-4-yl)methoxy)phenyl)isoxazol-3-yl)methanol (3n).
The mixture of Compound 3i (1.31 mmol, 1 eq), 4-chloromethyl-3,5-dimethylisoxazole (1.57 mmol, 1.2 eq) and K2CO3 (2.62 mmol, 2 eq) in DMF (3 ml) was heated by microwave irradiation at 120 o C for 20 min. Then the reaction mixture was poured into ice-water and formed precipitate was filtrated. The crude product was purified by preparative LC using water:acetonitril (45%→100%) to give the corresponding product. Yield 52.2%; mp 132.7-134.0C. 1 (5-(4-((1,3-Dimethyl-1H-pyrazol-5-yl)methoxy)phenyl)isoxazol-3-yl)methanol (3o).
Compound 3i (1.1 mmol, 1 eq) , 5-chloromethyl-1,3-dimethy-1H-pyrazol (1.43 mmol, 1.3 eq) and K2CO3 (3.3 mmol, 3 eq) in DMF (3 ml) was heated by microwave irradiation at 120 o C for 20 min. Then the reaction mixture was poured into ice-water and formed precipitate was filtrated. The crude product was purified by preparative LC using water:acetonitril (45%→100%) to give the corresponding product. Yield 60.3%; mp 162.0-163.0 C. + calcd for C16H18N3O3: 300.1348, found, 300.1344.
Synthesis of Bromides (Compounds 4a-o)
To a solution of starting material alcohol (3a-o) (1.34 mmol, 1eq) in DCM, CBr4 (1.61 mmol, 1.2 eq) and PPh3 (2.01 mmol, 1.5 eq) were added at 0 o C and the mixture was stirred for 3 h. Upon completion, the reaction mixture was diluted with DCM, organic phase washed with water, dried over Na2SO4, and concentrated under reduced pressure. The resulting crude product was purified by flash chromatography using hexane:ethyl acetate. 
HRMS (m/z): [M+H
